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ABSTRACTED -PUB -NO: US20020102604A 
BASIC -ABSTRACT: 

NOVELTY - Full length GENSET human nucleic acids (I) encoding potentially secreted 
proteins (VI) , are new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the following: 

(1) an isolated polynucleotide (polyNt) (I) comprising a sequence encoding: 

(a) a polypeptide (polyPt) comprising an amino acid (aa) sequence with at least 80% 
identity to at least I of 40 defined aa sequences ( (Al) - (A40) ) given in the 
specification, or at least 1 of the sequences of the polyPts encoded by clone 
inserts of the clone pool ATCC PTA-1218 (GENSET. 071PRF) ; or 

(b) a biologically active fragment of the polyPt; ]/^ 

(2) an expression vector (II) comprising (I); 

(3) a host cell (III) recombinant for (I) ; 

(4) a non-human transgenic animal (IV) comprising (III) ; 

(5) a method (V) of making a GENSET polyPt, comprising: 

(a) providing a population of host cells (III) comprising (I) operably linked to a 
promoter; and 

(b) culturing the population of host cells (III) under conditions suitable for the 
production of the polyPt in the cell; 

(6) a biologically active polyPt (VI) encoded by (I) ; 

(7) an antibody (VII) that binds to (VI); 

(8) a method (VIII) of determining whether a GENSET gene is expressed within a 
mammal , comprising : 

(a) providing a biological sample f rom the mammal ; 

(b) contacting the sample with either: 

(i) a polyNt that hybridizes under stringent conditions to (I) ; or 

(ii) a polyPt that specifically binds to (VI) ; 
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(c) detecting the presence or absence of hybridization between the polyNt and an 
RNA species within the sample, or the presence or absence of binding of the polyPt 
to a protein within the sample (detection of hybridization or binding indicates 
that the GENSET gene is expressed within the mammal) ; 

(9) a method (IX) of determining whether a mammal has an elevated or reduced level 
of GENSET expression, comprising: 

(a) providing a biological sample from the mammal; 

(b) comparing the amount of polyPt (VI), or an RNA species encoding it, within the 
sample with a level detected in or expected from a control sample (an 
increased/decreased amount of polyPt or the RNA species in the sample compared to 
the level detected in or expected from the control sample indicates that the mammal 
has an elevated/decreased (respectively) level of the GENSET gene expression) ; and 

(10) a method (X) of identifying a candidate modulator of a GENSET polyPt, 
comprising : 

(a) contacting the polyPt (VI) with a test compound; and 

(b) determining whether the compound specifically binds to the polyPt (detecting 
specific binding between the compound and the polyPt indicates that the compound is 
a candidate modulator of the GENSET polyPt) . 

ACTIVITY - Variable. 

MECHANISM OF ACTION - Gene therapy; vaccine. 
No biological data given. 

USE - (I) And the polyPt (VI) it encodes may be used in the prevention, treatment 
and diagnosis of diseases associated with inappropriate GENSET gene expression. For 
example, (I) (and vectors containing (I) (II)) and the encoded polyPt may be used 
to treat disorders associated with decreased GENSET gene expression by rectifying 
mutations or deletions in a patient's genome that affect the activity of GENSET by 
expressing inactive proteins or to supplement the patients own production of GENSET 
polyPts. Additionally, (I) and (II) may be used to produce the polyPts, according 
to standard recombinant DNA methodology (for example see Sambrook et al . , Molecular 
Biology: A Laboratory Manual, (1989)), by inserting the nucleic acids into a host 
cell (III) and culturing the cell to express the protein (V) (the protein may be 
expressed either in vitro (e.g. in a fermentation culture) or in vivo (e.g. as part 
of a gene therapy procedure)) . 

Conversely, antisense/complementary nucleic acid molecules (I 1 ) may be administered 
to down regulate GENSET expression by binding with the cells own genes and 
preventing their expression. 

(I) And (I 1 ) may also be used as DNA probes in diagnostic assays (e.g. polymerase 
chain reactions (PCR) ) to detect and quantitate the presence of similar nucleic 
acid sequences in samples, and hence which patients may be in need of restorative 
therapy (i.e. method (VIII)). 

They may also be used in the production of transgenic animals (IV) to study the 
expression and function of GENSET polyPts and their role in metabolism. 

The GENSET polyPts (VI) may be used as antigens in the production of antibodies 
(VII) and in assays (i.e. method (X)) to identify modulators (agonists and 
antagonists) of GENSET polyPt expression and activity. The anti -GENSET antibodies 
and antagonists may also be used to down regulate expression and activity. 
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The antibodies may also be used as diagnostic agents for detecting the presence of 
GENSET polyPts in samples (e.g. by enzyme linked immunosorbant assay (ELISA) , i.e. 
method (IX)) (claimed). 

The diseases that may be prevented, diagnosed and treated using the methods vary 
depending upon the polyNt/polyPt sequences involved. Full details are given in the 
specification. 
ABSTRACTED - PUB -NO : 

WO 200142451A EQUIVALENT -ABSTRACTS : 

NOVELTY - Full length GENSET human nucleic acids (I) encoding potentially secreted 
proteins (VI) , are new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the following: 

(1) an isolated polynucleotide (polyNt) (I) comprising a sequence encoding: 

(a) a polypeptide (polyPt) comprising an amino acid (aa) sequence with at least 80% 
identity to at least 1 of 40 defined aa sequences ((A1)-(A40)) given in the 
specification, or at least 1 of the sequences of the polyPts encoded by clone 
inserts of the clone pool ATCC PTA-1218 (GENSET . 071PRF) ; or 

(b) a biologically active fragment of the polyPt; 

(2) an expression vector (II) comprising (I) ; 

(3) a host cell (III) recombinant for (I) ; 

(4) a non-human transgenic animal (IV) comprising (III) ; 

(5) a method (V) of making a GENSET polyPt, comprising: 

(a) providing a population of host cells (III) comprising (I) operably linked to a 
promoter; and 

(b) culturing the population of host cells (III) under conditions suitable for the 
production of the polyPt in the cell; 

(6) a biologically active polyPt (VI) encoded by (I); 

(7) an antibody (VII) that binds to (VI) ; 

(8) a method (VIII) of determining whether a GENSET gene is expressed within a 
mammal , compr i s ing : 

(a) providing a biological sample from the mammal; 

(b) contacting the sample with either: 

(i) a polyNt that hybridizes under stringent conditions to (I) ; or 

(ii) a polyPt that specifically binds to (VI) ; 

(c) detecting the presence or absence of hybridization between the polyNt and an 
RNA species within the sample, or the presence or absence of binding of the polyPt 
to a protein within the sample (detection of hybridization or binding indicates 
that the GENSET gene is expressed within the mammal) ; 
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(9) a method (IX) of determining whether a mammal has an elevated or reduced level 
of GENSET expression, comprising: 

(a) providing a biological sample from the mammal; 

(b) comparing the amount of polyPt (VI) , or an RNA species encoding it, within the 
sample with a level detected in or expected from a control sample (an 
increased/decreased amount of polyPt or the RNA species in the sample compared to 
the level detected in or expected from the control sample indicates that the mammal 
has an elevated/decreased (respectively) level of the GENSET gene expression) ; and 

(10) a method (X) of identifying a candidate modulator of a GENSET polyPt, 
comprising : 

(a) contacting the polyPt (VI) with a test compound; and 

(b) determining whether the compound specifically binds to the polyPt (detecting 
specific binding between the compound and the polyPt indicates that the compound is 
a candidate modulator of the GENSET polyPt) . 

ACTIVITY - Variable. 

MECHANISM OF ACTION - Gene therapy; vaccine. 
No biological data given. 

USE - (I) And the polyPt (VI) it encodes may be used in the prevention, treatment 
and diagnosis of diseases associated with inappropriate GENSET gene expression. For 
example, (I) (and vectors containing (I) (II)) and the encoded polyPt may be used 
to treat disorders associated with decreased GENSET gene expression by rectifying 
mutations or deletions in a patient's genome that affect the activity of GENSET by 
expressing inactive proteins or to supplement the patients own production of GENSET 
polyPts. Additionally, (I) and (II) may be used to produce the polyPts, according 
to standard recombinant DNA methodology (for example see Sambrook et al . , Molecular 
Biology: A Laboratory Manual, (1989)), by inserting the nucleic acids into a host 
cell (III) and culturing the cell to express the protein (V) (the protein may be 
expressed either in vitro (e.g. in a fermentation culture) or in vivo (e.g. as part 
of a gene therapy procedure) ) . 

Conversely, antisense/complementary nucleic acid molecules (I 1 ) may be administered 
to down regulate GENSET expression by binding with the cells own genes and 
preventing their expression. 

(I) And (I') may also be used as DNA probes in diagnostic assays (e.g. polymerase 
chain reactions (PCR) ) to detect and quantitate the presence of similar nucleic 
acid sequences in samples, and hence which patients may be in need of restorative 
therapy (i.e. method (VIII)). 

They may also be used in the production of transgenic animals (IV) to study the 
expression and function of GENSET polyPts and their role in metabolism. 

The GENSET polyPts (VI) may be used as antigens in the production of antibodies 
(VII) and in assays (i.e. method (X)) to identify modulators (agonists and 
antagonists) of GENSET polyPt expression and activity. The ant i -GENSET antibodies 
and antagonists may also be used to down regulate expression and activity. 

The antibodies may also be used as diagnostic agents for detecting the presence of 
GENSET polyPts in samples (e.g. by enzyme linked immunosorbant assay (ELISA) , i.e. 
method (IX)) (claimed). 
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The diseases that may be prevented, diagnosed and treated using the methods vary 
depending upon the polyNt/polyPt sequences involved. Full details are given in the 
specification. 
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Induction of caspase-3 -like protease may mediate delayed neuronal death 
in the hippocampus after transient cerebral ischemia. 

Chen J; Nagayama T; Jin K; Stetler R A; Zhu R L; Graham S H; Simon R P 

Department of Neurology, University of Pittsburgh School of Medicine, 
Pittsburgh, Pennsylvania 15213, USA. 

Journal of neuroscience - the official journal of the Society for 
Neuroscience (UNITED STATES) Jul 1 1998, 18 (13) p4914-28, 
ISSN 0270-6474 Journal Code: 8102140 

Contract/Grant No.: NS 24728; NS; NINDS; NS 35965; NS ; NINDS; NS 36736; 
NS; NINDS 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type : Completed 

Delayed neuronal death after transient cerebral ischemia may be mediated, 
in part, by the induction of apoptosis -regulatory gene products. Caspase-3 
is a newly characterized mammalian cysteine protease that promotes cell 
death during brain development, in neuronal cultures, and in other cell 
types under many different conditions. To determine whether caspase-3 
serves to regulate neuronal death after cerebral ischemia, we have (1) 
cloned a cDNA encoding the rat brain caspase-3; (2) 

examined caspase-3 mRNA and protein expression in the brain using in situ 
hybridization, Northern and Western blot analyses, and double -labeled 
immunohistochemistry; (3) determined caspase-3 -like activity in brain cell 
extracts; and (4) studied the effect of caspase-3 inhibition on cell 
survival and DNA fragmentation in the hippocampus in a rat model of 
transient global ischemia. At 8-72 hr after ischemia, caspase-3 mRNA and 
protein were induced in the hippocampus and caudate -putamen (CPu) , 
accompanied by increased caspase-3 -like protease activity. In the 
hippocampus, caspase-3 mRNA and protein were predominantly increased in 
degenerating CA1 pyramidal neurons. Proteolytic activation of the caspase-3 
precursor was detected in hippocampus and CPu but not in cortex at 4-72 hr 
after ischemia. Double-label experiments detected DNA fragmentation 
in the majority of CA1 neurons and selective CPu neurons that overexpressed 
caspase-3. Furthermore, ventricular infusion of Z-DEVD-FMK, a caspase-3 
inhibitor, decreased caspase-3 activity in the hippocampus and 
significantly reduced cell death and DNA fragmentation in the CA1 
sector up to 7 d after ischemia. These data strongly suggest that caspase-3 
activity contributes to delayed neuronal death after transient ischemia. 

Jul 1 1998, 

... 3 serves to regulate neuronal death after cerebral ischemia, we have 
(1) cloned a cDNA encoding the rat brain caspase-3; (2) 

examined caspase-3 mRNA and protein expression in the brain using in situ 
hybridization. . . 

... cell extracts; and (4) studied the effect of caspase-3 inhibition on 
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Accumulation of caspase-3 messenger ribonucleic acid and induction of 
caspase activity in the ovine corpus luteum following prostaglandin F2alpha 
treatment in vivo. 

Rueda B R; Hendry I R; Tilly J L; Hamernik D L 

The Women's Research Institute, Wichita, Kansas 67214-3199, USA. 
brueda@kumc . edu 

Biology of reproduction (UNITED STATES) May 1999, 60 (5) 
pl087-92, ISSN 0006-3363 Journal Code: 0207224 
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Document type: Journal Article 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type : Completed 

Caspase-3, a vertebrate homologue of the protein encoded by the 
Caenorhabditis elegans cell death gene, ced-3, induces apoptosis when 
overexpressed in eukaryotic cells. Since apoptosis occurs during corpus 
luteum (CL) regression in many species, including the ewe, these studies 
were conducted to 1) isolate a cDNA encoding ovine caspase- 
3, 2) measure steady state amounts of caspase-3 mRNA in the CL during 
luteolysis induced by prostaglandin F2alpha (PGF2alpha) and during the time 
of maternal recognition of pregnancy, and 3) measure changes in caspase 
activity during PGF2alpha- initiated luteal regression. Oligonucleotide 
primers corresponding to a human caspase-3 cDNA sequence were combined with 
total RNA from ovine CL in a reverse transcription-polymerase chain 
reaction-based procedure to amplify a 640-base pair partial cDNA with a 
nucleotide sequence .86% and 81% identical to the human and rat caspase-3 
cDNAs, respectively. CL were collected from ewes at 0, 12, or 24 h after 
treatment with PGF2alpha on Day 10 of the estrous cycle and from 
nonpregnant and pregnant ewes on Day 12 or Day 14 of the cycle. Northern 
blot analysis of total cellular RNA from ovine CL and a radiolabeled ovine 
caspase-3 cRNA probe indicated the presence of a single mRNA transcript of 
approximately 2.5 kilobases. Levels of caspase-3 mRNA were approximately 
3 -fold higher (p < 0.05) in CL at 12 h and 24 h after PGF2alpha in 
comparison to those levels measured in matched CL from untreated ewes. 
There were no differences (p > 0.05) in amounts of caspase-3 mRNA in CL on 
Day 12 or Day 14 of the estrous cycle compared to Day 12 or Day 14 of 
pregnancy, respectively. Caspase activity in CL (measured by the ability of 
CL lysates to cleave an artificial caspase substrate) was also 
significantly (p < 0.05) increased in CL collected after treatment with 
PGF2alpha compared to CL collected from nontreated ewes. We conclude that 
physiological cell death during PGF2alpha- induced luteal regression in the 
ewe is mediated, at least in part, via increased expression and activity of 
the caspase family of pro-apoptotic proteases. 

May 1999, 

...in many species, including the ewe, these studies were conducted to 1) 
isolate a cDNA encoding ovine caspase-3 , 2) measure 

steady state amounts of caspase-3 mRNA in the CL during luteolysis induced 
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Abstract: Antisense compounds, compositions and methods are provided for 
modulating the expression of caspase 3. The compositions comprise antisense 
compounds, particularly antisense oligonucleotides, targeted to nucleic 
acids encoding caspase 3. Methods of using these 

compounds for modulation of caspase 3 expression and for treatment of 
diseases associated with expression of caspase 3 are provided. 

Abstract: ...of caspase 3. The compositions comprise antisense compounds, 
particularly antisense oligonucleotides, targeted to nucleic acids 
encoding caspase 3. Methods of using these compounds for 
modulation of caspase 3 expression and for treatment of... 

Exemplary Claim: ...An antisense compound 8 to 30 nucleobases in length 
targeted to a nucleic acid molecule encoding caspase 
3, wherein said antisense compound specifically hybridizes with 
and inhibits the expression of caspase 3. 



Induction of apoptosis in BPH stromal cells by adenoviral -mediated 
overexpression of caspase-7. 

Marcelli M; Shao T C; Li X; Yin H; Marani M; Denner L; Teng B; Cunningham 
G R 

Departments of Medicine, Baylor College of Medicine and VA Medical 
Center, Houston, Texas, USA. 

Journal of urology (UNITED STATES) Aug 2000, 164 (2) p518-25, 
ISSN 0022-5347 Journal Code: 0376374 

Document type: Journal Article 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type : Completed 

PURPOSE: We hypothesized that expression/activity of critical components 
of the apoptotic pathway can be used to induce apoptosis of a human 
prostate cell line derived from benign prostatic hyperplasia (BPH) tissue. 
MATERIALS AND METHODS: We analyzed the apoptotic pathway in BPH cells 
treated with the powerful inducer of apoptosis, staurosporine (STS) , and 
adenoviruses overexpressing caspase-3, -7, or the control gene lacZ . 
RESULTS: Twelve hours post-STS, most BPH cells were floating in the culture 
medium, TUNEL staining was widespread, and DEVDase activity (the catalytic 
activity of type II caspases) was increased. The pan-caspase inhibitor, 
Z-VAD-FMK, prevented STS-induced apoptosis. Based on these observations, we 
performed immunoblot analysis for the three known group II caspases (that 
is caspase-2, -3 and -7), but none of them was detected with three 
commercially available antibodies. Nevertheless, in view of the presence of 
increased DEVDase activity, we reasoned that a group II caspase must be a 
critical mediator of apoptosis in this model. If correct, we postulated 
that overexpression and activation of a type II caspase should cause 
apoptosis. To test this hypothesis, we coupled the cDNAs encoding 
caspase-3 and caspase-7 to adenoviral vectors and 

obtained constructs AvC3 and AvC7 . Cells infected with AvC3 or AvC7 
overexpressed the protein for caspase-3 or -7 within 24 to 48 hours. 
Caspase-3 overexpression did not cause apoptosis above that observed in 
cells receiving the control adenovirus expressing the lacZ cDNA (AvLac-Z) . 
In contrast, caspase-7 overexpression induced massive apoptosis. BPH cells 
were then infected with increasing multiplicity of infection (MOI) of AvC7 
and AvlacZ . A positive correlation was found between the amount of 
caspase-7 expressed and the level of DEVDase activity measured. AvC7 at 
MOIs of 25:1 and 50:1 induced apoptosis in about 50% of BPH cells at 72 
hours post-infection. This effect was AvC7 specific, because the same MOIs 
of AvlacZ were not apoptogenic. CONCLUSIONS: Adenoviral -mediated 
overexpression of caspase-7 induces apoptosis of BPH-derived cells. 
Aug 2000, 

... a type II caspase should cause apoptosis. To test this hypothesis, we 
coupled the cDNAs encoding caspase-3 and caspase- 

7 to adenoviral vectors and obtained constructs AvC3 and AvC7 . Cells 
infected with AvC3 or AvC7 . . . 
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Adenovirus -mediated gene transfer of p53-related p73 leads to apoptotic 

death of SK-N-As neuroblastoma cells 
AUTHOR: Lo W D (Reprint) ; Zhu L; Akhmametyeva E; Chang L S 
AUTHOR ADDRESS: Ohio State Univ, Columbus, OH, USA**USA 

JOURNAL: Society for Neuroscience Abstracts 26 (1-2): pAbstract No. -302.6 



2000 2000 
MEDIUM: print 

CONFERENCE/MEETING: 30th Annual Meeting of the Society of Neuroscience New 
Orleans, LA, USA November 04-09, 2000; 20001104 
SPONSOR: Society for Neuroscience 
ISSN: 0190-5295 

DOCUMENT TYPE: Meeting; Meeting Abstract 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: The p73 gene was recently identified as a structural homologue of 
the p53 tumor suppressor gene. While the functional role is not known, 
the similarity to p53 suggests that p73 may participate in neuronal 
development and cell death. We tested whether p73 expression induces 



hours, and transcript levels altered by ROCK inhibition were identified 
with oligonucleotide microarrays (GeneChips; Affymetrix, Santa Clara, CA) . 
RESULTS: In these phenotypes, Y-27632 caused marked (twofold or more) 
increases or decreases in 14/4, 12/3, and 15/10 transcripts. In both 
fibroblast groups Y-27632 -treatment increased expression of endothelin 
receptors and of parathyroid hormone-like hormone. The upregulation of 
alpha-smooth muscle actin in myofibroblasts was attenuated by Y-27632. 
Combining data from all groups identified ROCK- supported (Y-27632 
inhibitable) expression of 10 transcripts, including ribonucleotide 
reductase M2, the cyclin B1-CDC2 -CKS2 system, and four 

mitotic spindle-associated proteins. CONCLUSIONS: ROCK inhibition causes 
broad inhibition of DNA synthesis and mitosis and causes changes that are 
different between (bFGF-activated) fibroblasts and (TGF-beta 1-induced) 
myofibroblasts. Thus, Rho/ROCK signaling regulates both common and distinct 
downstream events in corneal stromal cells activated (differentiated) to 
fibroblast or myofibroblast phenotype . 

. . . identified ROCK- supported (Y-27632 inhibitable) expression of 10 
transcripts, including ribonucleotide reductase M2, the cyclin 
B1-CDC2 -CKS2 system, and four mitotic spindle-associated 
proteins. CONCLUSIONS: ROCK inhibition causes broad inhibition of DNA... 
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Abstract: This invention provides methods and reagents for identifying 
genes involved in cell cycle progression, growth promotion, modulation of 
apoptosis, cellular senescence and aging, and methods for identifying 
compounds that inhibit or potentiate cellular senescence. 



Non-exemplary Claims: ...5. The method of claim 4, wherein the gene is CDC2 
(Acc. No. X05360) , CKsHsl (CDC2 kinase) (Acc. No. X54941) , PLK1 
(polo-like kinase) (Acc. No. U01038) , XCAP-H condensin. . . 

...No. AA975298) , EST (Acc . No. AA034414) , EST (Acc . No. AA482549) , Cyclin 
Al (Acc. No. U66838) , Cyclin Bl (Acc. No. M25753) , CDC25A 
(Acc. No. NM 001789), Dihydrof olate reductase (Acc. No. J00140) , or ING1 



...13. The method of claim 12, wherein the gene is CDC2(Acc. No. X05360) , 
CKsHsl (CDC2 kinase) (Acc. No. X54941) , PLK1 (polo-like kinase) 
(Acc. No. U01038) , XCAP-H condensin... 

...No. AA975298), EST (Acc. No. AA034414) , EST (Acc. No. AA482549) , Cyclin 
Al (Acc. No. U66838), Cyclin Bl (Acc. No. M25753) , CDC25A 
(Acc. No. NM 001789), Dihydrof olate reductase (Acc. No. J00140) , or ING1 



...21. The method of claim 20, wherein the gene is CDC2 (Acc. No. X05360) , 
CKsHsl (CDC2 kinase) (Acc. No. X54941) , PLK1 (polo-like kinase) 
(Acc. No. U01038) , XCAP-H condensin. . . 

...No. AA975298), EST (Acc. No. AA034414) , EST (Acc. No. AA482549) , Cyclin 
Al (Acc. No. U66838), Cyclin Bl (Acc. No. M25753) , CDC25A 
(Acc. No. NM 001789), Dihydrof olate reductase (Acc. No. J00140) , or ING1 

» • • 
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Abstract: This invention provides methods and reagents for identifying 
genes involved in cell cycle progression, growth promotion, modulation of 
apoptosis, cellular senescence and aging, and methods for identifying 
compounds that inhibit or potentiate cellular senescence. 

Exemplary Claim: . . .whose expression is modulated by p21, wherein the 
cellular gene is CDC2 (Acc. No. X05360) , CKsHsl (CDC2 kinase) (Acc. 
No. X54941), PLkl (polo-like kinase) (Acc. No. U01038) , XCAP-H condensin 

• * ■ 

...No. AA975298), EST (Acc. No. AA034414) , EST (Acc. No. AA482549) Cyclin 
Al (Acc. No. U66838), Cyclin Bl (Acc. No. M25753) , CDC25A 
(Acc. No. NM001789) , Dihydrof olate reductase (Acc. No. J00140) , or ING1 
(Acc . . . 

Non-exemplary Claims: ...is induced or repressed by p21, wherein the 
cellular gene is CDC2 (Acc. No. X05360) , CKsHsl (CDC2 kinase) 
(Acc. No. X54941) PLK1 (polo-like kinase) (Acc. No. U01038) XCAP-H 
condensin. . . 

...No. AA975298) , EST (Acc . No. AA034414), EST (Acc. No. AA482549) , Cyclin 
Al (Acc. No. U66838) , Cyclin Bl (Acc. No. M25753) , CDC25A 
(Acc. No. NM 001789), Dihydrof olate reductase (Acc. No. J00140) , or 
ING1 ... 
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Abstract: The invention relates to genes and proteins of the THAP family 
comprising a THAP domain, and their use in diagnostics, treatment of 
disease, and in the identification of molecules for the treatment of 
disease. The invention also relates to uses of THAP-type chemokine -binding 
agents, such as THAP-family proteins, as a nuclear receptors for a 
chemokines and to methods for the modulation (stimulation or inhibition) of 
transcription, cell proliferation and cell differentiation as well as 
methods for identifying for compounds which modulate THAP -chemokine 
interactions . 

Non-exemplary Claims: ...of claim 1, wherein said THAP responsive gene is 
selected from the group consisting of Survivin, PTTGl/Securin, 
PTTG2/Securin, PTTG3/Securin, CKS1, MAD2L1, USP16/Ubp-M, HMMR/ 
RHAMM, KIAA0008/HURP, CDCA7/JP01 and THAP1 . . . 
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PURPOSE: Rho-associated coiled-coil -containing protein kinase (ROCK) is a 
downstream target of Rho GTPase signaling and regulates the assembly of 
stress fibers. Previous reports indicate that Rho/ROCK signaling is 
involved in the regulation of several cellular processes, some of which may 
be cell-type specific and are probably critical to corneal stromal cell 
activation. The present study identified ROCK- regulated gene expression in 
corneal stromal cells. METHODS: Corneal stromal cells derived from eyes of 
three different donors were cultured to yield the following designated 
phenotypes: baseline fibroblasts (DMEM with 10% serum), activated 
fibroblasts (10% serum+bFGF+heparin) , and myofibroblasts (1% serum+TGF-beta 
1) . Cells were exposed to the ROCK inhibitor Y-27632 or vehicle for 12 



